Node size is proportional to the number of discriminant pairs that contain the splice junction. All Analytical strategy for evaluating the tuberculosis risk signature as a signature for active 648 tuberculosis disease using published microarray datasets. The RNA-Seq-based signature was re-649 parameterized using whole blood microarray data from the UK training set of Berry, et al., 
Adolescents who developed active tuberculosis disease during 2 years of follow-up were 736 included as "progressors" (cases). Participants that were either exposed to tuberculosis patients, 737 or had symptoms suggestive of tuberculosis, were evaluated clinically and by sputum smear, participants from the parent study, who had a negative QFT at baseline, were followed for 748 incident tuberculosis for up to 3 years after the last QFT (5 years in total) through biannual study 749 visits and passive surveillance of health facility records, the follow-up of these participants was 750 longer than the 2 years applying to most participants 38 . Table 6 ), which included a small number of samples that were collected after the initiation of 815 treatment (Supplementary Table 2 ). The set of reference junctions is provided in Supplementary 816 . For a given sample, the classification "score" is the average of all of the "0" or "1"
834
votes computed for the whole collection of discriminators for that sample. In this manner, k-TSP 835 combines many "weak" discriminators to improve the reliability of the predictions. The pair-wise discriminators underlying k-TSP are very simple, involving only a pair of genes for which 837 gene1 > gene2 in progressors and the reverse is true in controls (for example).
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The k-TSP framework is desirable in the present study for three reasons. In the present study, we replaced the simple rank-based gene pair models in k-TSP with linear Extracting and training the tuberculosis risk signature from the ACS training set:
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The PSVM approach was applied to the ACS training set in a manner designed to optimally 865 extract a predictive risk signature from the data. At a high level, the strategy involves three weaker. This is because less signal is required to recognize an established gene expression 885 pattern than to discover a new one.
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Having described the signature development process at a high level above, the following is a 
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 For subjects with at least one sample less than a year before diagnosis (original estimates,
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Supplementary Supplementary Figure 1 A.
Other (see Sup Table 12 
